DOCKET NO. 9491-057-27 CONT 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



IN RE APPLICATION OF: RALPH H. SCHWALL, ET AL. ART UNIT: 
SERIAL NO.: NEW APPLICATION EXAMINER: 
FILING DATE: HEREWITH 

FOR: HEPATOCYTE GROWTH FACTOR RECEPTOR ANTAGONISTS AND 

USES THEREOF 

PRELIMINARY AMENDMENT 

ASSISTANT COMMISSIONER FOR PATENTS 
WASHINGTON, D.C. 20231 

SIR: 

Prior to examination of the above-identified application (which includes the Preliminary 
Amendment filed with the parent application (a copy of which is appended to the specification 
along with the accompanying Declaration pursuant to 37 C.F.R. §1.132) and to advance the 
prosecution thereof, please amend the above-referenced application in the following manner. 

IN THE SPECIFICATION 

Before the title "Field of Invention" please insert the following paragraph: 

RELATED APPLICATIONS 

This application is a continuation of U.S. Patent Application Serial No. 09/669,971 filed, 
September 26, 2000 (pending) which in turn is a continuation of U.S. Patent Application Serial 
No. 08/952,235, filed February 17, 1998 (now U.S. Patent 6,214,344) which is a '371 of 
PCT/US96/08094, filed May 31, 1996 and a continuation-in-part application of U.S. Patent 
Application Serial No. 08/460,368, filed June 12, 1995 (now U.S. Patent 5,686,292) the contents 
of all of which are incorporated herein by reference. - - 



Delete the seventh paragraph at pages 3-4, lines 25-40 and 1-3 and insert therefore the 
following: 

- - In addition to binding c-Met, it is recognized that HGF binds to some heparin and 
heparin sulfate proteoglycans which are present on cell surfaces or in extracellular matrices 
[Rouslahti et al., Cell, 64:867-869 (1991); Lyon et al., J. Biol. Chem. . 269:1 1216-1 1223 (1994)]. 
Heparin sulfate is a glycosaminoglycan similar in composition and structure to heparin and is 
found on many mammalian cell surfaces. Various hypotheses have been proposed to explain the 
role of heparin and heparin sulfate proteoglycan ("HSPGs) in the regulation of certain growth 
factor activity. For example, it has been hypothesized that upon binding heparin or HSPGs, 
certain growth factors may have a more favorable conformation for binding to their respective 
high affinity receptors [Lindahl et al., Annual Rev. Biochem.. 47:385-417 (1995)] that HSPGs 
may serve as docking sites for certain growth factors facilitating the presentation of ligand to its 
high affinity receptor [Yayon et al., Cell . 64:841-848 (1991); Moscatelli et al., J. Biol. Chem. . 
267:25803-25809 (1992): Nugent et al. Biochemistry. 31:8876-8883 (1992)] and that HSPGs 
may promote ligand dimerization facilitating receptor activation [Ornitz et al., Mol. Cell. Biol.. 
12-240-247 (1992); Spivak-Kroizman et al., Cell, 79:1015-1024 (1994)]. It has further been 
postulated that certain growth factors are more stable or resistant to proteolytic activity [Damon 
et al., J. Cell Physiol. . 138:221-226 (1989); Mueller et al., J. Cell Physiol.. 140:439-448 (1989); 
Rosengart et al., Biochem Biphys Res. Commun.. 152:432-440 (1998)] and denaturation 
[Copeland et al., arch. Biochem. Biophys. . 289:53-61 (1994)] when bound to heparin. 
Coincubation of HGF with soluble heparin and other heparin-like molecules has been reported to 
promote dimerization/oligomerization of HGF and to potentiate HGF mitogenic activity, [see, 
e.g., WO 94/09969 published March 16, 1995; Zioncheck et al., J. Biol. Chem. . 270:16871- 
16878 (1995)]. - - 
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Delete the fifth paragraph at pages 30-31, lines 34-40 and 5-7 and insert therefore the 
following: 

- - The antagonists of the invention also have utility in non-therapeutic applications. For 
instance, methods for employing the antagonists in vitro in diagnostic assays are provided. For 
instance, the antagonists may be employed in diagnostic assays to detect overexpression of HGF 
receptor in specific cells and tissues. Various diagnostic assay techniques known in the art may 
be used, such as competitive binding assays, direct or indirect sandwich assays and 
immunoprecipitation assays conducted in either heterogeneous or homogeneous phases [zola, 
Monoclonal antibodies: A Manual of Techniques . CRC Press, Inc. (1987) pp. 147-158]. The 
antagonists used in the diagnostic assays can be labeled with a detectable moiety. The detectable 
moiety should be capable of producing, either directly or indirectly, a detectable signal. For 
example, the detectable moiety may be a radioisotope, such as 3 H, I4 C, 32 P, 35 S, or I25 I, a 
fluorescent or chemiluminescent compound, such as fluorescein isothiocyanate, rhodamine, or 
luciferin, or an enzyme, such as alkaline phosphatase, beta-galactosidase or horseradish 
peroxidase. Any method known in the art for conjugating the antagonist to the detectable moiety 
may be employed, including those methods described by Hunter et al., Nature , 194:495(1962); 
David et al.. biochemistry . 13:1014-1021 (1974); Pain et al.. J. Immunol. Meth. . 40:219-230 
91981); andNygren, J. Histochem and Cvtochem .. 30:407 (1982). - - 

Delete the third paragraph at page 41, lines 12-13 and insert therefore the following: 

- - The following cultures have been deposited with the American Type Culture 
Collection, 10801 University Boulevard, Manassas, Virginia 201 10-2209 (USA (ATCC): - - 

IN THE CLAIMS: 
Please cancel Claims 1-40 and insert therefore the following new claims: 

- - 41 . A method of treating cancer in a mammal, comprising administering an effective 



amount of a hepatocyte growth factor (HGF) receptor antagonist to a mammal diagnosed as 
having cancer, wherein said HGF receptor antagonist is a human antibody. 

42. A method of treating cancer in a mammal, comprising administering an effective 
amount of an HGF receptor antagonist to a mammal diagnosed as having cancer, wherein said 
HGF receptor antagonist is a chimeric antibody. 

43. The method of Claim 42, wherein said chimeric antibody is a humanized antibody. 

44. The method of Claim 43, wherein said cancer is selected from the group consisting of 
breast cancer, pancreatic cancer, colon cancer and lung cancer. 

45. An HGF receptor antagonist which comprises an antibody that specifically binds to 
an HGF receptor. 

46. The HGF receptor antagonist of Claim 45, wherein said antibody is chimeric. 

47. The HGF receptor antagonist of Claim 46, wherein said antibody is a humanized 
antibody. 

48. The HGF receptor antagonist of Claim 45, wherein said antibody is a human 
antibody. 

REMARKS 

Applicants have amended the claims herein to present claims consistent with those issued 
in parent cases U.S. Patent 6,214,344 and 5,686,292, but presenting narrower, or specified 
protection. Thus, with respect to the HGF receptor antagonist claims of U.S. Patent 5,686,292, 
the claim presented herein differs therefrom in not specifying that the antibody is a monovalent 
antibody. Support for this appears in Claim 2 as originally filed, and the specification, see, e.g., 
Section IIA, pages 11-15. In particular, Applicants note that the monovalent antibodies of the 
claims of the '292 patent are clearly disclosed only as a particularly preferred embodiment of the 
invention, page 13, line 33 - page 14, line 2. Clearly, the disclosure supports broader claims. 
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The specification clearly indicates that the antibodies may be chimeric. See , e.g., page 15, lines 
3-7 and more generally at page 11, lines 10-19. 

With respect to chimeric and humanized antibodies, attention is directed to page 15, line 
15 - page 16, line 23. Human antibodies are specifically disclosed at page 16, lines 24-34. The 
use of such antibodies in treatment of cancer is clearly supported, page 29, line 29 - page 3 1 , line 
7. Further details are provided in the examples, which employ an antibody according to the 
claimed composition and method. 

As the amendments do not introduce new matter, entry is respectfully requested. The 
claims presented by amendment parallel or fall within the scope of previously issued claims, and 
accordingly, are believed in condition for allowance. An early and favorable action thereon is 
respectfully requested. 

Applicants specifically request consideration of the art cited in the parent cases, and will 
present an IDS in timely fashion. 



Respectfully submitted, 



PIPER MARBURY RUDNICK & WOLFE LLP 




Steven B. Kelber 
Registration No. 30,073 
Attorney of Record 



1200 Nineteenth Street, N.W. 
Washington, D.C. 20036-2412 
Telephone No. (202) 861-3900 
Facsimile No. (202) 223-2085 
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MARKED-UP COPY OF PARAGRAPHS. AS AMENDED 

Replacement for seventh paragraph on pages 3-4, lines 25-40 and 1-4: 
In addition to binding c-Met, it is recognized that HGF binds to some heparin and heparin 
sulfate proteoglycans which are present on cell surfaces or in extracellular matrices [Rouslahti et 
al.. Cell 64:867-869 (1991); Lyon et al.. J. Biol. Chem.. 269:11216-11223 (1994)]. Heparin 
sulfate is a glycosaminoglycan similar in composition and structure to heparin and is found on 
many mammalian cell surfaces. Various hypotheses have been proposed to explain the role of 
heparin and heparin sulfate proteoglycan [("HPSGs)"] ("HSPGs) in the regulation of certain 
growth factor activity. For example, it has been hypothesized that upon binding heparin or 
HSPGs, certain growth factors may have a more favorable conformation for binding to their 
respective high affinity receptors [Lindahl et al., Annual Rev. Biochem. . 47:385-417 (1995)] that 
HSPGs may serve as docking sites for certain growth factors facilitating the presentation of 
ligand to its high affinity receptor [Yayon et al., Cell . 64:841-848 (1991); Moscatelli et al., I 
Biol. Chem. . 267:25803-25809 (1992); Nugent et al., Biochemistry . 31 :8876-8883 (1992)] and 
that HSPGs may promote ligand dimerization facilitating receptor activation [Ornitz et al., Mol. 
Cell. Biol.. 12-240-247 (1992); Spivak-Kroizman et al., Cell, 79:1015-1024 (1994)]. It has 
further been postulated that certain growth factors are more stable or resistant to proteolytic 
activity [Damon et al., J. Cell PhvsioL. 138:221-226 (1989); Mueller et al., J. Cell Phvsiol. . 
140:439-448 (1989); Rosengart et al., Biochem Biphvs Res. Commun.. 152:432-440 (1998)] and 
denaturation [Copeland et al., arch. Biochem. Biophys.. 289:53-61 (1994)] when bound to 
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heparin. Coincubation of HGF with soluble heparin and other heparin-like molecules has been 
reported to promote dimerization/oligomerization of HGF and to potentiate HGF mitogenic 
activity, [see, e.g., WO 94/09969 published March 16, 1995; Zioncheck et al., J. Biol. Chem. . 
270:16871-16878 (1995)]. -- 

Replacement for the fifth paragraph at pages 30-31, lines 34-40 and 5-7: 
The antagonists of the invention also have utility in non-therapeutic applications. For 
instance, [,] methods for employing the antagonists in vitro in diagnostic assays are provided. For 
instance, the antagonists may be employed in diagnostic assays to detect overexpression of HGF 
receptor in specific cells and tissues. Various diagnostic assay techniques known in the art may 
be used, such as competitive binding assays, direct or indirect sandwich assays and 
immunoprecipitation assays conducted in either heterogeneous or homogeneous phases [zola, 
Monoclonal antibodies: A Manual of Techniques . CRC Press, Inc. (1987) pp. 147-158]. The 
antagonists used in the diagnostic assays can be labeled with a detectable moiety. The detectable 
moiety should be capable of producing, either directly or indirectly, a detectable signal. For 
example, the detectable moiety may be a radioisotope, such as 3 H, 14 C, 32 P, 35 S, or 125 I, a 
fluorescent or chemiluminescent compound, such as fluorescein isothiocyanate, rhodamine, or 
luciferin, or an enzyme, such as alkaline phosphatase, beta-galactosidase or horseradish 
peroxidase. Any method known in the art for conjugating the antagonist to the detectable moiety 
may be employed, including those methods described by Hunter et al., Nature, 194:495(1962); 
David et al.. biochemistry . 13:1014-1021 (1974); Pain et al.. J. Immunol. Meth. . 40:219-230 
91981); andNygren, J. Histochem and Cvtochem .. 30:407 (1982). 

Replacement for the third paragraph at page 41 , lines 12-1 : 

The following cultures have been deposited with the American Type Culture Collection, 
[12301 Parklawn Drive, Rockville, MD, 10801 University Boulevard. Manassas. Vir ginia 201 10- 
2209 (USA (ATCC): 
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